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RULE 132 DECLARATION OF MICHEL SCHNEIDER, PH.D. 

I, Michel Schneider, Ph.D., declare as follows: 

1. i <im i i i /i { 1 1 il i! nd i , , • a ■ i 
. • . Hand). 

2. 1 received a Master ol - i > , ' >< > r 
(France). 1 ret tve 1 Ph * . • « i ' ' « . • ' << - <iiy (Canada). 

3. For u\!'i 21 

in i ' . i x 1 ' ■ ■ , , :,v - i, h 

contrast agents. Since 1989, I have been, and currently am, employed by Bracco Research 
i ' '-les-Ouatcs, Switzerland ("Bracco 

l . _ 'ien as Senior Scientific U > 



- - v 10/630,375 

to mots i ■ • . j ' ulirasound 

t agents and fbrniukitions used to prepare such agents, 

4. ; am asso an invenior anchor co-invcntor of numerous patents owned by oraceo. mcludinu 
\ mo ,. . . : > . r i; i 
diagnoM^ ii i same 1 am a to-invenloi ot U S 
Patent Application No. 10/630375, 

5. 1 Sim . , ■ i ■ 
claims, and am familiar wain me .subject matter disclosed and claimed therein. 

6. I have reviewed the Office Action mailed December 29,2010 ("Office Action"), and the 

eider et al KP 05 1 I . tcidci -i Mm ^ 
K mi renct tend Van Liew et aj, J. Appl Physiol. 82:2045-2053 (1997) ("Van Liew" or the "Van 
Liens ' • • i 1 ai i , uppurt el the eon. m , • ! 

r > i -nu ur>> A'o 1 a dwo/ 1 am a co-inventor of the Schneider reference, 

The Claimed Invention 

7. I have > - i i . v.i 

, i ■ . ' , ■ , , Mi at a 

i. pi <Mec 

a. . i 1 he di \ 

fonnniaoon is stored in the container in contact with pas at a pressure below atmospheric panose 
H I, n 1 i -tin , v ..... ...one to 

produce a smp - o . nay be used as a contrast agent. This 

process i. a ' id in the 

an -m 



-2- 
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y. Once the aqueous carrier liquid is added to the container, the gas in the container, the 
mierovc sides in the, suspension and dm surrounding medium are ail necessarily at atmospheric 
pressure. 

10, Due to ih . ■ i ,ie< itainer, lower 

i . ' con be employed, cs compared • a via! •.< die same < ccoiiairimg die gas at 
atmosphei il r i , , „ nkhn ni 

application flea 2005/0025 7 10), hereinafter ("the application").. 1'he reduced pressure into the via! 
^laai i hi «!,',. t ' a , sec par 44 

of One application) 

i d i i n . i l , i the vial, the 

ia > ' • '■>!,„ au c,! o. to. r 

it a , c spu to micros esivles obtained by recon; poo 
atmospheric pressure, as illustrated in example 14 of the p tion { ee in particular tables 2 to 5). 

12. We also found that suspensions r0 raooosmicko produced > , , claimed containers 
including a gas at iowe. than atmospheric pressor,, wwc spfaOedly had micro vesicles of eonsssiemiy 
reproducible size and had a reduced percentage of large bubbles, independent of die amount of 
agitational energy .applied Pining i .mmeesneuoia Specifically, digs lonrHiiauons stored in containers 
(u i't ovcf t . , > Ih lowe< 
nnerovesicles career than SO am. For instance. dg\ !o;erobohons in containers with gas at 50') sober 

! a ' 1 . . m X |< v !b l( 

i Of 0 ' .,<(..• '.mo . 

0 ...» ih. 

11h- .Sch neider Kefcratcc 

13. i hi . ' ; ' a ' cs ( ■ i , nam appocai 

-3- 
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\il .. ■ • • ' ' , • > • , ... 

pressure, See Schneider p. 4, line 36-40. emphasis added ('Hence, In one preferred ease 

'■a I ue re mierobuhbles are io be formed from ern aqueous phase and dry laminruizcd phospriol tprds. 

e.g. powdw e i . i , . », .mare to be 

suosequcaidy duqauosd under agnauon in a nepad aqueous carrier phase, hps ad\ aneaaeeous to 

• ' ' . » ' • e ' ) 1 hut 

is no suggestion to vary the pressure of the gas used in dry formulations, never mind a suggestion 

oftheadxus - •. i < " • . 1 . a • upheric as -in 

the claimed invention. 

15 Ihconh 1 iikid no iu , iii.ua diencisa a 

transient and intermediate • is; a orocessto , is Pon gas < a second, desired gas, 

aiiieh • * > no • i a 

For instance, the v i . * i ' 1 , •-• > u >\ (precursors 

! ni i i 1 .<!'"'< i ... > 

which, upon agitation with an aqueous carrier liquid, will generate or develop the 
formation of microbubbles in this liquid), can be exposed to reduced pressure to 
evacuate the gas to be removed and then the amba . , ah the 

desired gas .for substitution. 

Schneider, p. 4, fines 29-33 (emphasis added). Dunne this replacement process, (he container is not 
Neat a as « q.s > * '! me cv>mamci is 

sealed, the dried •eaeaerial is ai ambient pressure "under an atmosphere of a gas selected according to 
the invention" Schneider, p, 4, lines 39-40. 

■ Jew Reference 

i s . f„ „ _ > . ( . ' < iquco. s 

suspensions of microbubbles and does not discuss dried formulations used to prepare such 
_4- 
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suspensions. )i doe.; not discuss die storage m' dry Id ^-niuiaii'^ns or scaled eomamcrs used to store 
such formulations. Van Liew docs not suggest use of gas as pressures below atmospheric in dry 
forniidddone or ir rite containers used to store such formulations. I neither reaches nor > die 
i ■ • • > ol above, 

r \\ dole s an , • < , u i 

lower than . . - , i, < , 101 , of 

1 ' ,< i i Mi it o mu t . ,m a 

negative pressure inside the bubble to cot . o„ , i 0 f m * , c 

inside, especially . counter die : • positive miernal pressure due t , . tension vvhen the 
bubbles are small". Van Lie a > <- i i ii 

elates are directed to a sealed corns • ndudes dried material and a gas at pressure 

lower than atmospheric. 

1 1 . ; • >■ . un tefer to an "ahs m 

pressure (in the sense that the pressure inside the bubble is lower than, the pressure in the 
. v but rather to a pressure vvhieh counters (i.e. 

o m i, « . i tenia! overpressure ,-. o ' d, 

• by . lension ad \, gas-liquid interlace. 
19. This becomes clear by reading the subsequent m I i page 2646. 

The presco. ... ' • act as a counttrpi. 

, < . , ml i-. i i . t , i < . <ti 

exerts a c • ... ... • ». . ' .cs to cause 

, m vsm doit: n mi " < . ■ . • sor, the gas 

.*•,'• me Tire 
fad merpressure t reed by th ai n etc d I • he j 

-5- . 
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pressure" (opposing the "povhive" hydrostatic pressure) is only a mailer of mathematical convention. 
Co indicate an opposite direction • the hydrostatic pressure, as inferable . ■ equation 3 at 
hots n« ohpapi • col. 2. In this equation, the hydrostatic pressure "Td'appear.s as a positive value. 
. hilt , , . ' .... i ... , 

i a < 1 , k . « .a in id 'da 

rub le a i i • , < . i . i e a h 

. a • • . .a' ahio i 

are ail at atmospheric pressure. 



and all statements made on information and belief are believed to be true. I make this 
declaiation clci ha willful false statements and the like are puni i Jim 

., ta . and' ( I ini i xiid nuts je.ipa,'G!/e tht \alidit}' of the application or 
any patent issuing thereon. 



uL all statements made of my own knowledge are true. 



Bated: June 1^,2010 



Respectfully submitted, 



By: 




Michel Schneider, Ph.D. 



